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PECLARATIO?? QF gjjY B^MARKE UNDER 37 C&EL § 1,132 

1, Guy B t Marks* residing at 1 9 Melody Stre£t ? Coogce^ New South Waf ss> 
Australia 2034, hereby declare iho following: 

! y A copy of my curriculum vaae is. attached hereto as Exhibit A, 

2, I earned a Bachelor of Medical Science degree in 1 980 and a Bachelor ox 
Medicine, B achelor of Surgery (with Honors) m 198.1, both from the IMverdly of New 
South Wales, I earned a Doctor of Philosophy degree from the University of Sydney in 
1993, 

3, I have 2S years of experience as a practicing physician in Australk^ and my 
current positions are National Health and Msdie&I Research Council (NHMRC). 
Practitioner Fellow and Head, Epidemiology Group, W'oolcock Institute of Medical 
Research (New South Wales* Au&trahs), md Senior Staff Specialist Physician, 
Department o f Respiratory Medicine^- livsxpooi Health Service (Liverpool, Australia), I 
was nmds a Follow of .the Royal Australasian College of Physicians in 19&9 and a Feilow 



of the Faculty of Public Health Medicine of the .Royal A&strgteian College qfBiyskiass 

m; 1997.. 

4, 1 have read and mderst&od the aboye-identi.fi application, tixe pending 
claims in that application m filed o.n October 31, 2007, the Office -Action dated July 3, 
200S y the Office Action dated April. 30, 2009, Boyle ei al ( w Surfkctar4 as a Marker of 
Disease Severity m Critically III Patients withEespimtory Failure," Advances in Critical 
Cars Testing, Eds, Mullet and McQueen, Springer- Yerlag Teles, January 1.997, pp.. 151 - 
152) as cited tSierem. 

3 < hi the Office Action, dtetsd My 3, 2008, el aims 5 1-64 were rejected tmder 
35 TXS.C, § 102(b) as being anticipated by Boyle ei aL and these dmm r^eetioBs were 
maintained in the OfBce Action dated April 30, 20Q9. The. Office Action dated July % 
2003 states that "'Doyle st al tzmh memwmg&pA arid SpB to screening for increases in. a 
variety of patients tod&disig ventilated patients with no evidence of cardiorespii^t^ry 
disease and screening for normEl IMivMiuaJs (seepage 152, Table 1) in sera ills 
xmtsM blood) ami the comparison of normal to other diseases. The s as>inpt^mauo to }ung 
daxnage ox wherein the eliaica! diagnosis of femg damage in the mant^al cannot othsawise 
be comlntied without the aid of one or more iwasive prooedures' is ssen to meet this 
limitation as instaitfly claimed because fee y^rtilMed: patients had » cnddenG^/symptoms 
of c^-diorebpiratory disease- and is also evidence of disease and 'during a period it* which 
Ine onset of lung damage c*n&>t ottowise he confirmed without fte aid of one or more 
invasive procedmeg.'. . . Pmthsr, fee screening of ^normal todi.vidaal$* also meets fee 
limitation of the dsims, since ihfcss individuate wo oid not be adhibiting a syrnptosn 
speemc to i'ung damage. ... As such, the pziimi population tested by Doyte [*& meet, 
the innitations of ih$ patient population claimed herein/* (Office Aetion dated July 3, 
2008 ? pages 2-3}, 

6, Doyle ei al i$ entitled "SurfsscSant as a Marker of Disease Severity in 
Critically ill Patients with Respiratory Faitee/ 5 md it discloses the evaluation of plasma 
l«ve& of surfepto protein A (SP-A) and surfeetant protem B (S?~B) in such onticsHy 01 
patients with r^piratory failure^ These critically ill patients in Doyle et al suffered ta 
either acme cardiogemc pulHiort^y oedema (APE) or acute respiratory distress syndrome 
{ARDS), and the SP-A and §P-B plasma levels for such critically ill patfeats were 
compared to- those of^nono.al individuals (controls)" and ^ventilated patients with no 



evkk-oee of eardiorespiratoxy di&?as© (OD)." However, based on the disclosure -of I>oyb 
ei aiylX is unclear as to the tximt thai: the "nontial iiidivid'oals. (controls)* 7 m& the 
"Ventilated patients wfta &o evidence of oai-diorespimtaiy dl$e^se (OD)" wot screened 
prior to their enroltasat m the. study, "That is. the ^noxrnai individuals (controls) 5 * ,md the 
^mtOatad paSsnis with, no evidence of eardiorespirator> ? disease (OB)** apparently did 
not have APE or AEDS; however* Boyle «/, does n«t disclose wliat further level of 
detail was sruployed in tHe screening process. Upon reading Doyle et ^l, ose of ordinary 
skill in the art -would expect that the formal individuals (controls)^' &ad the ^Yeoiilated 
patients with, no evidence- of cai'diorespimtoy disease (OD)" disclosed therein would 
likely not have overt evidence of any cardio^spimtory disease or other similar condition 
likely to fefltience. the measurements m&§r study, but the precise physical ch&^tedstics 
of the individuals m the normal or OB groups is not conclusively apparent 

7 . The method claimed in the above4deRtif led application m currently recited 
m i^ependeftt claim 51, is directed to a mammal that is "asympiomatie to Irag damage or 
wherein &£ clinical diagnosis ofl&ag daxnage hi said ikaiaxnal csbbo-I. qthmvise b.s 
&®n$rt?&d without the aid of obc or more invasive proesduresv ' Similarly, the method 
dairued in the- abo v e-identified application, as: currently recited in independent claim 57 ? is 
directed to a maximal that is "asymptomatic to alveolo-capfillary membrane dmrsage or 
wherein- the c-Hnical diagnosis of alwolo-capillaiy membrane damage m said mammal 
cannot otherwise, be confirmed without the *gd of cm or more Invasive procedures/* Th&t 

the methods of tie pending claims do- not cover just asy x&ammal* but only those 
specifically reeited m&sim&ls m m:iwuM%d in the cl&iros, 

8. As- would be xmdsrstood by one of ordinary skill in the art 5 its. dst^mxltmsg 
m it idiyidml to be "asymptomatic** to lung .damage or &lvmk^capillary membrane 
d&m&g^ there Is ardauvely high degree of inquiry employed* The term "asymptomatic" 
d&noiss that a careful^, observational assessment of ths individual has been nsade .fey the 
cJiniciart, typically mefcdmg pertixaexil questions being asked by th$- clinician in the course 
of tb$ dimemrs evalMiioxi of relevant entsria in assessing lung health. For example, ih$ 
Mtaehedpaper* Hrakinron-jsff ai^Bpimmetnc RMemmQ Values from a Sample of the 
Genera! VS. Population*" Am. 1. Reapir. Crit Care Med VoL 159, pp, 179-187 (1999) 

f *HarddH80» ei ai/% describe the methodology uMoiymg ih§ -development of now 
cojmnosdy cited reference cqisatiOBs for luug function. In Hmksmon et a£ ? the included 
population k described as being "a^mptomatic/* and the detailed questioning that was 



employed to coa&m this "aaymptomsti^ status- is described therein Hankkson 
at, p. 18C ? Tables 1 and 2; p, 1S! ? col 2, first fell paragraph. 



9. 



In, the Office Action dated July 3, 2008, it siatss that "Dayle #f compares 
OD {without evidence of canHorespimtory 1 disease) to normal levels, AssucS, they 
necessarily and inherently compared asyniptomstic (ie, without evidence of 
csrdio^pimory disease to normals)." {Office Action dated July 3, 2008, page 4); l3i the 
Office Action dated April 30, 2009, It states timt M [n]o evidspce of carriiomspitatiaiy 
disease necessarily mcludss patlmt populations that are asymptomatic to luag damage: or 
alyeolo-cspillmy m^braae damage without mvmivz procedOTes -because they have 
e^Mmc&qfcardwre^imio^ disease" (Office Actios dated April 30, 2009 5 page 3 
(empisasrls In original)), Gae of ordinary skill w the .art woisM not agree with these 
statements, for at least the following reasons, Other published mithom hme lAefled 
subjects as having absence of respiratory complaints/* when m &ci snbseqti&tf 
^-<1W esteWistod feat they did have symptoms of oardioresplmtory disease aad/or tag 
damage. As llkastrated in &e attached article by Martins Essay- Jsstf in e? aL 
*%i®rp&otegio Effects of Cigarefe Smokmg on Airways and PfckaM&ry Parenchyma m 
Healthy Adnlt Vohma&xs; CT Byaluation and Conflation with Putaaftasy Rmciion 
Te$t8 *" Sfcltalogy, Volume 1 86(1): 1074 IS (1993) ("Remy^ar^in mmdMdml 
could fell ^ithfe the normal or OD groups of Dqyte et a£, yet siili not be wife the scope 
Qfthe.patimt papulations of the pending elates. Remy-fedin e* at discloses a study of 
175 healthy adult votonleem, with n^ evidence of cardiorespiratory di sease, mpaxM&d into 
oarmnt smoker ex-smotes and nonsmoker^ &?e Rmny-Jardia . ^ a£j.p s iQ7 ? eoL 3 
through p. I OS, col, 1 ; and p. 1 12, cot 3, As can be seen in Table 2 ofR^ny^ardm ^ al, 
several of file healthy smokers- wsrs not asymptomastfe to kmg damage (&.g > cough* 
whizing, dyspnea present). As .cm* be seen m Table 5 oftoy-Jardin. «r a/, several of 
tfce hmmy smokers ■ wsre-diagrsosed wWx emphysema via a hlgh^esoiutlon CT (HRCT) 
scan (le., a noninvasive procedure), &s Remy-Jardin ef s£ ? Table 4; m& p, ! 14, ool 2. 
Thus, the. study of Renay-Jardin *f ail could have included a healthy smoker with no 
evidence of cardiorespiratory disease, who was not asymptomatic to lung damage and who 
had hmg damage (emphysema) which p&uld be co^&xued without &e aid of -an invasive 
procedure EfDoyie-ef*/. had used, the same criteria as Remy^aMm, umh an. individual 
would be. placeahie within -the normal or OD groups offtoy]* ^ at, y*t not fall withisi the 
patieEtt.popytetioxss of the current claims. 



.4. 



1 IX Xn &nm s upon reading Doyle- et al, one of ordinary skill ixx the arc could not 
deixnitlwly ^etmtited the precise physical chara^taristies of the indmtirais In ths- normal 
group Dr OD group disclosed tberdxi, That is, one of ordinary skill in the m couM not 
determine with certainty that a member of the normal group or OD group- disclosed therein: 
is necessarily ^asymptoinatio to" Img damage or alveolo-capillary membrane damage, or 
neeegsarily of a /condition that the elinioai diagnosis of hmg- damage or aivealo-e&pillsry 
meo&rans damage in ths mamma! "eanftot otherwise be confirmed without £h$ aid ofOBS- 
or more invasive pH)<«ctoe&/* 

1 L J hereby deds&re that all statements made hsredn to niy-owB fai&wfcdge am 
trae and all gtatmionts made on isifbrmatiots and belief are believed to be true; md furtiisr 
fiat these statements wore made with the knowledge feat willful false ^iatoisents and the 
like so. made arc- punishab le by fino ot toiprisomneii^ or bo£h y u&dsr Section 1O0.1 of Title 
18 of tke United States Code -and that such willfijl false statements may j eopardise ifee 
validity of the ;ibo ve-ldcatilied application or my patent issuing thereon. 

Respectfully sBbmiit$d ? 



Guy B, Marks 



Dats 



